White matter lesions were first manually marked by putting a cursor into the lesion and were then semi-automatically segmented using intensity thresholding with Amira 3.1.1 (Mercury Computer System Inc.). Manual adjustments were performed when necessary. The lesions were marked on proton density weighted images, while the according slices of T2-weighted (T2w) images were displayed in parallel to confirm the lesion site and extent. All raters undergo a training period with consecutive reliability testing before working on any study. Reliability is retested in all raters at fixed intervals (once a year) to ensure a consistently high quality of lesion marking and segmentation.
template (with a resolution of 2x2x2 mm³). The obtained transformation matrices were applied to the lesion masks previously registered on the T1w image. Quality assessment of the results was performed by two independent MRI experts and, in case of disagreement, a consensus was reached by involving a third expert. Patients were excluded if failures of the registration process were identified.
Supplementary Supplementary Table e The odds ratios and confidence intervals plotted here were derived from the model defined as (5) using the whole dataset. The color associated with each odds ratio and confidence interval was derived from the bootstrap analysis and indicated the percentage of times the condition (6) was satisfied. A high lesion density in the splenium of the corpus callosum showed an association with PASAT worsening, which was stronger than the association obtained using the lesion density defined in the whole brain. A stronger relationship was also found between lesion density in the middle cerebellar peduncle and NHPT, and between the sagittal stratum and EDSS-BS. Supplementary figure e-4. Treatment effect of fingolimod 0.5 mg on the occurrence of new/enlarging lesions by location.
In each brain region and in the whole brain, the effect of fingolimod was investigated using a negative binomial in which the new/enlarging lesion number was the dependent BR, supratentorial brain; BS, brainstem; CC, corpus callosum; CI, confidence interval; CB, cerebellum; LRR, lesion rate ratio.
